Nowadays, the puplic health faces a major proplem of increased pesticides use with appearing of various side effects. One of the most commonly used is diazinon. It exerts its effects on variable tissues and cells including hepatocytes. This work aimed to study the tendency of diazinon to cause hepatic affection in rats and study the possible propolis protective role. We used 30 rats, divided into 4 groups; group Ia (-ve control); group Ib (+ve control, corn oil group); group II (propolis group; 400mg /kg/day orally); group III (diazinon 20 mg/kg/day orally); group IV (diazinon 20mg/kg/day + propolis 400mg /kg/day orally) for 8 weeks. We studied biochemical parameters: serum aminotransferases (ALT and AST), tissue oxidative stress markers (hepatic MDA, hepatic catalase and hepatic GPx activities) . Liver will be examined by light microscope to evaluate histopathological changes and immunohistochemical reaction to caspase 3 to predict apoptosis. Results indicated: Significant increase in the serum levels of the ALT and AST as well as hepatic MDA of diazinon treated rats compared to control group, whereas both hepatic catalase and GPx activities were significantly decreased these results had significantly improved in both propolis and diazinon group. Light microscopic examination revealed disruption in hepatic histoarchitecture in diazinon group unlike that in group III which returned near normal; while immunohistochemical staining showed many positive reacted cells to active caspase 3 in diazinon group which became few in group III near to control. In conclusion, this study demonstrated that diazinon may have hepatotoxic effects which can be protected by co-administration of propolis in adult rats. Further studies about diazinon effect on liver and about propolis role in hepatoprotection are recommended.
INTRODUCTION
Environmental pollution regarding pesticide residues is a main concern as a result of their wide agricultural use. Organophosphorus insecticides (OPs) are one of the main classes of pesticides commonly used. Galloway and Handy, 2003 had revealed residuals of organophosphates in food stufs as fruits, vegetables, grains and others as well as water and soil.
Diazinon (DZN) is one of the excessevily utilized organophosphates agriculturally. Diazinon affects various organs ; such as liver, hematologic system, immune system, nervous system and kidney through cellular imbalance between over production of free radical and depleted tissue antioxidant mechanism (Galloway and Priyadarsini and Nagini, 2012 defined oxidative stress as imbalance between the compensatory reaction of endogenous anti-oxidants with increased production of reactive oxygen species.
Bee glue, Propolis, had been much familiar in the world for human health in traditional medicine and food supplementation (Pereira et al., 2008). It was believed that it could cure diabetes, heart diseases and even cancer. Several biological properties of propolis including antioxidant, antibiotic, anti-inflammatory and tumor cell arrest had also been reported (Moreno et al., 2000).
Kurek-G´orecka et al., 2014 and Tapas et al., 2008
explained that the principal antioxidant mechanism of propolis polyphenols can be summarized in the significant ability of "scavenger" reactive oxygen species and radical reactive nitrogen species so that reduction of xanthine oxidase reaction; chelate ion metals implicated in the sequence of free radical production , interrupt the reactions cascade of the lipids peroxidation and synergistic action added to different antioxidants.
So this work aimed to study the tendency of diazinon to cause hepatic affection in rats and study the possible propolis protective role 
MATERIAL& METHODS
*
RESULTS

Biochemical results:
The results of this study had been appropriately summarized, tabulated and subjected to statistical analysis before completion and graphic illustration. ANOVA test was used in 3-MDA in hepatic tissues. So the negative control group was selected to be compared with the results of the treated groups; group III (diazinon ) and group IV (diazinon + Propolis). The result of this study showed significant differense between these groups in all parameters when compared with -ve control group. Using LSD it was found that there was significant increase of serum ALT & AST levels and MDA in hepatic tissue with significant decrease of catalase and GPx activity in hepatic tissue in group III (diazinon ) when compared with group Ia (-ve control). Also these differnses was found between group III (diazinon ) and group IV (diazinon + Propolis).No differense was found between group I (control) and group IV (diazinon + Propolis).So intake of Propolis with diazinon can significantly prevent these changes (table 2) . fig., 4) . 
DISCUSSION
Agricultural extensive use of pesticides and its resulting residuals is considered a universal bother. One of the main classes of pesticides used is organophosphorus compounds which were detected in food, soil and drinking water as residuals (Costa, 2006) .
Diazinon is considerd one of the globally used organophosphates. Impact of low levels chronic exposure to DZN on human health was reported in only few studies. In agreement with these results Sarhan and Al-Sahhaf (2011) reported that, AST and ALT showed a significant increase in serum of rabbits that received diazinon 20 mg/kg for 4 weeks.
In the existing study, we estimated hepatotoxicity resulting from chronic DZN exposure in rat and its possible mechanism as lipid peroxidation and apoptosis and the potential effect of propolis in its protection.
The present study also showed a significant rise in hepatic MDA in DZN treated group when correlated with control group while a significant decrease in its mean value was observed after administration of propolis with DZN when compared with the corresponding results in DZN administered group.
Also, the present study reported a significant decrease in hepatic GPx and catalase activities with significant increase in MDA in DZN treated group when compared with control group. In the present work, adding propolis with DZN to rats showed improvement in the form of preserved normal hepatic lobular architecture and uncongested veins. Less dilated sinusoidal spaces and few cellular infiltration were observed.
Also, we studied the activated form of caspases-3. Our study showed that DZN induced apoptosis in hepatocytes of the rats treated with DZN through activation of caspases -3.
Caspases are deemed to be the key moderator of apoptosis. Caspase-3 is known to be the a final main implementer of apoptosis. Furthermore, the activation of caspase-3 was alleviated in DZN and propolis group significantly to a near level of control group. Antecedent studies had demonsterated the action of propolis as anti-apoptosis. This is because its high content of flavonoids that had been shown to be able to scavenge free radicals and so protect the cell membrane from lipid peroxidation (Pinchuk and Lichtenberg, 2002).
According to El-Masry et al., 2011 propolis contains twelve different flavonoids including rutin, luteolin, naringenin, quercetin and others; in addition to phenolic acids, caffeic and cinnamic acid. In addition to that, Haro et al., 2002 reported that propolis was considered an eminent provenance of substantial trace elements, like iron, magnesium,copper and others which might provide optimum trace elements responsible for antioxidant enzymes reactivation.
Kanbura et al., 2009 assumed that the first mechanism of propolis effect might need the free radicals scavenging that motivate lipid peroxidation. The second mechanism might inhibit xanthine oxidase, which is known to cause generation of free radicals. The results of the current study also go parallel with Eraslan et al., (2008) who reported the antioxidant protective action of propolis against cypermethrin treated rats.
CONCLUSION
Taking the previous findings together, it can be concluded that hepatic apoptosis through oxidative stress pathway can be induced by sub-chronic DZN exposure which can be alleviated by propolis coadministration.
RECOMMENDATIONS
Further studies about diazinon effect on liver and about propolis role in hepatoprotection are recommended. 
